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immzi »»»» 

W**i] etTfflXS (a) ~ (O *#tr, y=f-*b#«MMt« 

(c) 7jf^h#MSIt5l#Mt^g 

[|M5] 5»*#* »«^*y*/bfc»***tBfe#***>** 

s £ tf> * * 9 gmfar* & & 2 * fe 3 jcia««>*as- 

[**« 6 3 HUB** J/ ft********* 0 " 0 
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l .0 tcSB*©*i6. 

(b) «-*IFv&CHl-h ing e-CH2-CH3tl§^*S-J:CJ: 

(c) Jim (b) '^f«anfc-»«*ft^tr#«iwi^#*fM**^ 
.[^12] " *smmi£&v yij-x^unx^s^mmm'Bmm^ &> 

1 OlCfB^O^o 

(a) «-©S»#*K:*r , rS-*iRF a b S^RfSlS, 

(b) ^iFab&FcicM^S^illCJ:^ I-©^itC^tS 

(c) x@ (b) x^m^nr=.-^m^^ti^mnm^m^^mir^xM 

i s i &mmm®.ffift® c h 3 jc. r ^ ; mmmc * o TKnobs- 

[fMl 7] #T©X« (a) - (c) T:*-*^*©** 
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(c) y^-^h^m^-t^m^MiR-t&^m 

» »*K2 0] &>TVX.n (a) ~ (c) ft*ttTJ-^b#«W»W 

(b) iDg (a) ®^^U-->^^<fcy^^^^^-^ h#a ^ Mttm * 

(c) xs <b) T^-^b&mmm 

4£m#£nnKt sit 

[re«2ii m^©^^«^^^^u>*--T^^> from 

#0) C H 3 fC, T ^ y IMS&K: <fc o TKnobs-into-holes##A 3 ftT V%<5 CI i: & 

aa-*- s mt* Sot, 0^ b x mm* zMMo 

ure*2 3] iBartBis/y^iW-r********^^ 

*^h<Z>^*^^frt*&£til^2 2Jcffi«©«Hlfi. 



[re«2 5] #a#m£m«t« ? »*«2 1 iciaiB©#t;#-e&^ 
nre« 26] St* £ ©M^tc <k y b fcstmfttf* mmmrnt/ v 
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[0 0 0 1] 
[0 0 0 2] 

[0 0 0 3] 

lC*f LTT =f~* httJS ^ * 13 -^>l4«##*«anTV^« (Blood 199 

8 Sep 15;92(6):1981-8-US98/17364). fc*£U i © * 3 

[0 0 0 4] 

fc#>fc». «#g^^^yK-^B±®»^ %U<tt*T©«#Klov^T«> 
383i/«**-©tfMK • ^T©m^t>*^CDiim^©#AM^i-'&So A, B 
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4#2 002 — 127260 
'^©#A#MK:fc*. Bispecific diabodyi: 1X7 7-^^^^^^^^ 

79 » - * jb * * ±» ft *»w»*^a»* * - 

fctt*»IC»+*IW^**fc»«R^«8fc**^ monospecific diabody© 
[0 0 0 5] 

©X?y-^:/^&©3i&ft 
[0 0 0 6] 
C*BftJ»»*r*fe«>©#S] 

6> tt_fc«©«Wft*P*"** * fe»K:«»W*ftff o fe^m. «T© * 3 

T©«fc5icbTf?ofco 

[0 0 0 7] 

*r, ^**C*#tt<Z>A*L B»*nWft**bfc- £<DMKD1MM*& 
-RNAftttffiU ^^©CDRJCWjSi-S^-fV-ftffiV^rKT-PCRKlTUII, H* 
©Rr^«fttlIlRbfe 0 assembly PCRKlT-#*lFv(scFv) fc*J*U 77-^7 
>f^9U-ft«»Lfc.-^=>^J:oTifl«IS«t*^n->ftWIU * 
© nfSE1K« ft fi&MflSM © 5/ *f±frUM £ GHl-hinge-CH2-CH3© N IC#A 

©^^i:G-CSFR©IBia^^^®^^^^^ s * sri:lcJ:y ^ *® u 

# > FT?**** * * * O K: b feBa/F3»']g ft U ^^'J-9>f 
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[0 0 0 8] 
[0 0 0 9] 

CI] «T©18 (a) - (c) 7^h#i^»^^' J 

(b) tS^*^^t5Xi 

(c) 7i-Xh#ffl5:ltSiftS:S^tSIi 

C4] sMwrt^Maw*^^^********"*"*' C2:i * fc ** C3:i 

C5] mm**************'*** 2 '***** 0 ** 
c e ] mmmm i/mMt*«**t6«>/ii'WG-csF 
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[7) |W-h^>f> (autocrine) a#^5S"r Sffr&K, 

MfiWi7^h^*ttS%©i:^^*i5> C2) ~ C6) 

c*i i) TOW^y^^-^iitf^*^^*^****^ ^©xii ( 
a) ~ Co) zis&xmKzvftmzfrzzzzmmt.'ir^ a <n cwr© 

(b) |-*iFv&CHl-h i ng e-CH2-CH3 JCW^S-ttftifcK:* 

(c) (b) Tfiwaftfe-^**^*^** 11 *** 111 "* 18 
ci 2) t^^#u >#-^#ft TV ' s ^ s#M ^ m ^^ #-t<bx@ ( 

a) - (c) ******* Vim*** CIO) IcfBsS© 

( C ) ig (b) T?f^»atife-*ii«#fe#'&«»*tt** !fe ^ R ' r * ;ts 

C 1 3 ) ^UmmteMfrO) C H 3 Id, y ^ >> WH*K: * o TKnobs-into-holes 

Ci 4) CD ~ Ci 3) ©v^*i#iciB«©2f8u 
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ci 63 M<RjM£tttt#« zuMMMEwre**, en ~ u 5) ©v*? 

C17] J^T©X@ (a) ~ (c) fc-^D, yJ-* MM*©** U -^2/* 

^•rsfecDfc^jt-tsx^ . ... 

[19] X@ (a) ©»3#> f §#^3 - itfW^S 

C2 0) ar©xs (a) - (c) s:^tfr=r-^h#aw*ffi^ & *Bt^ 

(a) en ~ ci 6) <D^i?frfrKmm,<Diimc&v. ri^bwwut 

(b) X@ (a) cD^yu-->^K:j:y38«s*isr=f-^b#a^tt^ 

(c) Jim (b) <Z>«£ML 6- T=f=.*h#«« 
ffim^&tlliR-tSXS 

C2D ^©««^a«©«rsE««* c y>*-* e * gl ^ ^*® CH3 

C2 2) fftfe ^tfWtO^lC J: iJ#lMt§^ft&^t5» 

C23) n««imj/y^ft»'r*«MB**'r**3/^^*^®* 
*^^#t-&& C22) KUMomm. 
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C2 43 att^MMMHft*"*** C2 2] (2 3) CW 

C2 5) M4Mt»t^ C2 l) C2 4] tCfB«B 

,[0010] 
[0011] 

[$g$J©ms©^] 

) ) o 

[0 0 12] 

ri-^httffiiH:, MMtfMcttbT, r:J-*bff» ******** 

*>f:/©**fln?**»*K:H:, r^b!*#ttI«*K* ******** 
rlM^SIil^U, U#>KfcW^fM5* + *Zfc#*«*- 

[0 0 13] 
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[0014] 
[0 0 15] 

[0 0 16] 



1 0 
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-feMV*T, RT-PCRJCty L« *tf H^KOTO**©®**^^ " - 
ft*IS-&*r»3o<©«* (CDRl, CDR2, CDR3) £^1% CDRIC*^^ S ^7>f V- 

[0017] 

jurat: *N&&#tfttiu *>h<im*> 

. [0 0 18] 

, 5t##©«WB^««)*ffl^*©*«»*bv^ use 

11 ffiSE#2 0 0 3 - 3 0 4 1 5 3 7 




#2002—12 726 0 

mm * mmmm± k mm * m m * mi^^t-ts. 

[0019] 

*»B©±B^^J ^JBMSfcJCSVVttt, **V 7=f-* 

(autocrine) III #if5Bi- £ . *- h 9 9-f > *BflS S 

So 

[0 0 2 0] 

(i) s^#^ic^mt-sm©^^icm^>^^^^^"^ lc *° 

12 mSE^2 0 0 3 -3 
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[0 0.2 1] 

flc, mpU neu, GM-CSF^#:. EPOg^ft:, c-Kit, FLT-^fc^fS 

]&*#y P5»#i, IHIfiW^G-CSFS##^*e*S*^9S*#S:«3as 
■*fcS^#{4Jt5®0flaBaF3S:^Zl^^T*^So ^©ffi, *»WJCfev%T«ffl 
"e^£iW&£bT. #9*.tf» NFS60„ FDCP-K FDCP-2, CTLL-2. DA-1, KT-3^£ 

[0 0 2 2] 



1 3 
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#2 002 — 127260 
[0 0 2 3] . 

» . 

TV^ (Chothia C, et al: J Mol Biol 186:651-663, 1985, Novotny J, Haber 
E: Proc Natl Acad Sci USA 82:4592-4596, 1985) „ C « 

[0 0 2 4] 

ttfitHf^TKlttFaK Fab\ F(ab' ) 2 *5 £t>*Fv$T 

jR»-&»tt&*-r4&2o©Hb«*iS'&w^ airway®, #*icimhw* 

fcfcfc r Fcj 4:i*tf*i«WMr^l5S. ^S/y«MblcJ:y, 2o©SiM 

U «*t«««*L»«F(ab') 2 »f^ i3J:tf»y©«l*Wfi (P 
Fc'fcl*tf*i*) #m>to*. *<Dm<Dmft£LT\*. #4y**r4 (diabody), 

ft*. XmmiZZi^TW.ftmK^ F*, F(ab)fcJ:tfF(aV) 2 Wtf** 

[0 0 2 5] 
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fc30<Z>CDR©»&l£frFv(Z)¥#). T*feoT%. ^-^^«fc »J fc«*!ttttfl£v^ 
[0 0 2 6] 

Fab^ (F(ab)£%D3H;£;ftS) tt-S&Kl, ^^tf>5tSH^£ J:tfS$l<Z> 
3t#««'(CHl) Fab' Iffrii, V^ift^fe©!*^!**^-^ 

<Z)e/X^-r>^»^ll©^^-^^ ; t^^ Fab, feja*"***©**?**- F(ab')»r 
[0 0 2 7] 

#$&I£IC33 ^f^f T^-f (diabody; Db)fcfc % fce^Itefc 3*1 fc 

-fa (bivalent) ©mttWtf&fB* (P.Holliger et al., Pr oc. Natl. Acad. Sci. USA 
90 : 6444-6448 (1993), EP404,097-*§\ W093/11161#^)„ ^7^f-f^ 2# 

«ict»Tf«<!RRrSEis«(vL)jtt)paiR^rae««(vH)*i«, sv^sgiir^&v^ic^ 

■&»ffi&«t5ii:fc**. r©££2o©M&&*n:M(a, b)tc*r*&VLfcVH*:V 
La-VHbi:VLb-VHa<©jfi^*3-&^5»36SS© U >*-T?»t^£fc©&HI$fc#3lS 

[0 0 2 8] 



ffiUE# 2 0 0 3 -3 




#2 00 2-127260 




{C, FvjKU KttS feJCVHfe *tfVL«*©WK:#y F 'J >*-«r*^ 

£ (scFv©J|&I&&COV^y:, Pluckthun ITThe Pharmacology of Monoclonal Anti 



69-315, 1994) . ^WJCfctt* U *©W*»C3i#S*lfcfft 



ffl#5t^J}C«^^^. hftt^j iltS^ffiAW^S (MxH Jones e 
t al., Nature 321: 522-525 (1986); Reichmann et al., Nature 332: 323-329 
(1988); Presta Curr. Op. Struct. Biol. 2: 593-596 (1992)#fif0 = Mb*ft# 

[0 0 3 0] 

ttlt M;ttf> scFV%CHl-tl>^-CH2-CH30N^lC#iDbfcm^^^ sdgG 
(scFabfc M >^-CH2-CH3CDN^^tC#inbfem^^). scDb^&^JKJC^WS 

[0 0 3 1 ] 

-r s*ti*ti©st#9>f ^ y - fciWifi'^A-r *. mmw^^ -f? y - £ ut 



bodiesj Vol.113 (Rosenburg and Moore ed (Springer Verlag, New York) pp.2 



[0 0 2 9] 
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*©fl&ffi#^^ ,J -iWMM^f-f * - 

T9>fA/X, t/>*X94&X* *V*4 9<i»X* SV40. 

HI V*©DNA 33 <fc tFRNA >f ;V X if £ *l S . 
[0 0 3 2]. 

tf, McCafferty et al., Nature 348: ,552-554 (1990) ; Clackson et al., Natu 
re 352: 624-628 (1991); Marks et al., J.Mol.Biol. 222: 582-597 (1991)* 
#JK) . .J: U *#»K1 TIE© J: * C b T **9 X U - & **+ 

il*tl*nftft3«t*«. r©m#©Mffl»£*RNA&»ffib. V**©CDRlC*f 
#**^9>fV-feBV^Kr-PQHCTL§L Hgi© WEfWEftH*^ S. assembly 
PCRlCT-#gtFv(scFv)£-£j£U Jftft9>f ^ U - /O-^K 
J: o T iftfCM-ofn;^ * n - > fc M b , * © - & » 4MMUB © f 9 

^;H3^Ji:CHl-hinge-GH2-CH3©^lC#Ab, l/hD^^^ffl^X^ FIC 
I»a^9-f^'J-*ff»t6. fcL,<|*scFabfcbT*J*U 
3rrji:-hinge-GH2-CH3©^{C#Abfc^^ U - tl»t8. * fcl*scDl>(D 9 >f 

[0 0 3 3] 

fcWe**. ^WO-tflffiWft^KflMWBT?***^^^ P ME18S(M 

ed. Immunol. 20: 27-32 (1990)), pEF-BOS (Nucleic Acids Res. 18: 5322 (1990 
)), P CDM8(Nature 329: 840-842 (1987). pRSVneo. P SV2-neo. pcDNAI/Am P (Inv 
itrogen). pcDNAI. pAMoERCSSc. P CDM8 (Nature 329: 840 (1987)). P AGE107(Cyt 
otechnology 3: 133 (1990)). P REP4(Inv itrogen). P AGE103(J.Biochem. 101: 1 
307 (1987)). pAMoA. PAS3-3. pCAGGS(Gene 108: 193-200 (1991)). pBK-CMV. P 
cDNA3.1(Invirtogen). P ZeoSV(Stratagene)#&3&gi"<* * - bt ^ t51 

17 ftJSE#20 0 3-3 04 1 5 3 7 
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J:tJtMMLV^ODVhD^>f;VX©LTR, ^ # U=f-1t%4 > 0 #^H^1 
[0 0 3 4] 

lUf hjKV-^3.>(Gytotechnology 3:133 
(1990)), U>»*^^9Att(»IH?2-2i7075#4MI), »J#7i>J/a>».(P ^ 
roc.Natl.Acad.Sci.USA 84: 7413 (1987); Virology 52 : 456 (1973)),. V 
**5/*A*«tlU DEAE-f 1 **^^ «/h^9^«ftfflV^DHA©tflftttA 

[0 0 3 5] 

n^b«W*»tt*tt, A*ft*ttfe***£t*fc# < whole antibody) 

nto-holesj (Protein Engineering vol.9, 617-621, 1996; W098/50431) &*iA 
y ^SmtC J: o Tknobs-into-holestffllAa *VT V^S i *. * k> 



1 8 
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*T3e«« & y > * - t?*^ -5riE««scFv ts^fcc*'^ «* * 

liOi^tS:!^ U scFv-CHl-H > *J-CE2-CJLS<DmX*&®lffiftZ&m-2 

(2) «-CO««*«lK:#'r*-*ilFabft^«b, *V*T», «-*«Fab&FcK: 
[0 0 3 6] 

*»is®7^h &mmwm>fa<b* * y - - > mm^mirz r % r* i* s 

o 

[0 0 3 7] 

tt, Mill »«»C»3HbTV^lft#flsJC^bT, ±m<D-m<fflM#KlS^Tft 
[0 0 3 8] 

y^-^h^&fts^c^^fi^ (x© (b) ) , r:?-;* 

^fi*Stn:^S:^-rs (XS (c) ) o 
[0 0 3 9] 
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[0 0 4 0] 

<o ^ ^ y - - > ^*ts c * o t a ti r J - ^ b » 
mmm t « vntpcr&k: * y , ±jbt h #§Mt«ft«#©ciwte? *h* 

[oo4ii. . 

[0 0 4 2] 

y#>K££#©«l ARl£J:tfAR2) &*«Mfcbfc»% 

*v&**i**i(o«i5#7T-s;9>f^9y-fcff»u tMHMMf^**^* 

o 

[0 0 4 3] 

?>c7?v-* msmx b > mm & * * * - c*wp b &*smm&nmsi b * 

f t5o «VxT«AR2tt*9>f^9y-fc««*'***- 3nT^ARl*iL#^AR2 
[0 0 4 4] 

2 0 ffifiE# 2003-3041537 
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[0 0 4 5] 

IC «fc y b 1" 3 ^ W £ **JBT » o T , gi^ffctf) H^IC&# b T 

fits$iiifl§5:i^t5 cos (a) ) „ #c^x*. mm&*- h# ^4 y e.#Jt 

JB-r*»-&ic. SMftliTdf-^b^l^ttSf)©^^^^ (IS (B 

) ) , T3-xh4¥m*m-t&ffift*M$i-t& (c) ) o 

[0 0 4 6] 
[0 0 4 7] 

-««jc«««, ffifocDi&mmz&t. y^«sx«s«iv^r ^*^e>tiTv%s 
*bv^^jcfev>T«, jtisx© (a) ~ (o KinttT. xm (a) ommtf 

[0 0 4 8] 
[0 0 4 9] 
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[0 0 5 0] 

7 ^ 9 7^- ^ap^n^h^^^-f-^W (Strategies for Prot 
ein Purification and Charcterization: A Laboratoy Course Manual, Daniel 
R.Marshak et al. eds. , Cold Spring Harbor Laboratory Press (1996) ; Antib 
odies: A Laboratoy Course Manual, Harlow and David Lane eds., Cold Sprin 
g Harbor Laboratory Press (1988)). n V^97-f -»* HPLC^F 

[0 0 5 1] 

ME&U >*-T*tttf*U ^oCHSJCr^ >BMH*C J: oTknobs-into-holestf 
[0 0 5 2] 

*^©7,^ y -^>y^:j:otii#Tts7n-7, h #«4f uttffifr tt 



mi£# 2 0 0 3-3 




SS2 0 0 2-1 2 7 2 6 0 w 



TIL-10, 12, 24, 4, 7, 9, 13, TSLP, IFNa, /3 U# 
>KfcbT, NGF, GDNF, NT-3, 4, 5#»&nTV%*. -**W©*«6K: «fc U 

[0 0 5 3] 

am^). JWMtt*! (PEG, Tweeh*), * 1/ - h M (EDTA*) , m&M^ 

Hit ^F9***©tt©*#*fe**«H* 
, «*.«, D-y/i/tfb-*, D-v>y-*, D-^>-h-;K m^hU^Atf 

;K^ntri/>^U3-;K PEG*), #>f*>ttlMB«tt«(*y V^- b80, 
HCO-50) * il # JS l> T %) 0: V > o 
[0 0 5 4] 

S ("Remington 's Pharmaceutical Science 16 th edition", Oslo Ed. (1980)* 

2 3 ffiSE# 2003-3041537 
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ii;§b#£(Langer et al., J.Biomed.Mater.Res. 15: 167-277 (1981); Langer 
, chem.Tech. 12: 98-i05 (1982) ;^H#fF^3,773,919#;^N#frffi^^(EP 
)Jf§58,481#; Sidman et al., Biopolymers 22: 547-556 (1983) ;EPfgl33,988# 

). " 
[0 0 5 5] 

[0 0 5 6] 

fc*m&&ft$Zk.*>mX.bth&. ^t^mtVXlt. naked^*?*^ KlC<fcS 

fcl/TJg/frrSMAdolph fi>>f;^^M& , CRG Press, Florid (1996)# 
J»), 3n^fK^«©^-^fiftK:«8(l093/17706|E)tTfi#t 

«JjKy-Ab5>^7xir2/aX imM^ftCtfWflMMM. 945,050*), 

\± v a » * mm * % m u t jwwra immi a ^ansa^ k i> t , « at j& & i& 

[0 0 5 7] 



2 4 
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[0 0 5 8] 

94)?:^bfe 0 m^l2B5«T^^$:3^ K1-£pCOSscl2B5(W001/79494)^scF 
v5: - I _ K ^ < g >E coRI-NotI^S:^ymb. FpMXOEc 
<*IfcIotI<DHC*Abfc. *©^9X$ KpHscl2B5fc^y<r-S;>yilI«Pt-E 
ICFuGeneB (Roche) ft^T h^7x^»ya>.bfc.' Pt-E%10^.^Jfil^(FC 
S^-ifctf/l/-** 3*SE-f -^*«l(pMEM)T?6cm dishjCfMb, S.SFuGeneS 
t?^7.% KpMXscl2B5%aWbfe*<©fe««K;in^fe. ^©10, W^, 
g| omnttMUi* ft EUR b fea lii 9 4 MtrtNt -MtClO * g/mLtf 
V^t/>(Hexadimethrine Bromide, Sigma) £*UClgl®aHB&fc!$i§bT 

Thrombopoietin^^iOtCj: iJ«»^|6lC«5ofc*ft*MPL/BaF3 (MPL©**** 
i -5 S> -5 3 i: e> ^ i: o fee 

[0 0 5 9] 

[HJSM 2 ] scFv-CHl-FclC JcS^-h?^ >*f 5® 

tf»Sscl2B5**£KU >^V-Ec 0 RI-HL(5'- GGAATTCGCCGCCAGCATGGAGTTTGG 
GCTGAGCTGGGTTTTCCT -3' : 1 ) tHL-Sf il (5' - GCATGCATGGCGCCCGAGGCC 

AGTCACCTTTGATGTCCAGCTTGGTCCCTCCGGCGAA -3' /1B#I## : 2 ) fcffi V%TPCR«:ff 
5' ICBcolI, 3' |C^^9-f^K^-«W»t)PSfiI*-f bft*"r*«cFtCH-L) 

(L-H) ©JBtcmv^%©&#Sfc«>K:*-f, 5Hs 
(5' - GGCGGCGGGGGCTCCGGTGGTGGTGGATCCCAGGTGCAGCTGGTGCAGTCTGG -3' /WMtt 



2 5 
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: 3 ) £3Ha-Sf il(5'- GCATGCATGGCGCGCGAGGCCACTCACCTGAAGAGACGGTGACCATTGTCCC 
TT -3' /|BW##: 4)> *>b<&5Ls(5'- AGTCAGTCGGCCCAGGCGGCGATGGGGGACTAC 
AAAGACATCCAGATGACCCAGTGTCCT -3' /S2#I## : 5 ) £3La(5' - GGAGCCGCCGCCGCCA 
GAACCACCAGCACCAGAACCACGACCACCTTTGATCTCCAGCTTGGTCCGTCCGCCGAAA -3* 

*& Wft t Zf 9 >f V - 5fls i: 3LaT?|S tfPCR & <f? 3 ^ £ Tf^fffift feT^^Db 



t KlgGlCD^S^^^S:^^^^ ^ KHEF-1.24H-gr 1(W099/18212) fett 
MJCPCR&<fT V>, CHlttttfCD-f> Kn>'3fetFCHl, hinge (^^>f V-EcoSf il (5* - 
TCGAATTCGGCCTCGGGGGCCAGCTTTCTGGGGCAGGCCAGGCCTGACCTTGGCTTT -3' 
: 7), HigeCHla(5'- CACGGTGGGCATGTGTGAGTTTTGTCACAAGATTTGGGCTCAACTTTGTTGT 
CCACCTTG -3'/ffi#l## : 8)) , CH2 V-HigeCh2s(5' - CAAAACTCACACA 

TGCCCACCGTGCCCAGCAGCTGAACTCCTGGGGGGACCGTCAGTCTT -3' /ffi#J## : 9 ) , Ch3C 
h2a(5'- ACACCTGTGGTTCTCGGGGCTGCCCTTTGGCTTTGGAGATGGTTTTGTCGATG -3' /K#J 
: 10)), GH3(y^-rv-Ch2Gh3sW(5*- GGCAGCCCCGAGAACCACAGGTGTACACCC 
-3' /lB3»-5§- : 11), StopNotI (5' - TAGCGGCCGCTCATTTACGCGGAGACAGGGAGAGGCT 
CTT -3'/fB#I##: 1 2))fciBfBbfe» r'*uS> &7iz > ^UPCRtC ioto&f 
, 5' ICEcoRI, Sfil, -f>hO>> 3' }CNotIif-f h & IgGlJgSfl^t^ 

[0 0 6 1] 

V?X>f>^~n-f^> (IL)-3cDNA$:#gMiC >^ >f V - IL3sEcoA(5' - CGGAATT 
CGGCCGGCTGGGCCAGCATCAGGAGCAGGAGCAGC -3' /ffi8J## : 13), BamIL3ss(5' - G 
CGGATCCGCCGCCACCATGGTTCTTGCCAGCTCTAC -3' /BB#J## : 14)&J9V^PCR&*T 
V\ 5' {CBamHI, 3' iCSfil, EcoRIi?->f h SrWr^IL3S/^;i/fB^J(ss)M^ 

[0 0 6 2] 

1/ hn?W";i/:*M^#-pMX(Z>EcoRI-NotI1J->f hC-£E£l/fcIgG15£Sfil^jt 



Urtfo 



. [0 0 6 0] 
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fe?$:iAb, pMX-CHwild£#ggbfc. ^ KpMX-CHwild©EcoRI-Sf il^^f 

MCscFv(H-L)ifrfc^ pMX-HL-CHwi ld&#£ 0 * ©^^^ ^ K*»fe#& 

*l£ hm^l2B5©scFv(HLjl!a)©C^{CCHl-hinge-GH2-CH3^# 
inbfc^ffi^$:^-r-5Zlil^#S^So P MX-CHwild©BamHI-EcoR 
Ilf-f MCIL3ss£$l&#> $ £ KSf iI1J->f V KlscFv(L-H) pMX-IL3ss-L 
H-CHwildS:#||bfeo Z1<Z>^* ^ FSf3fc?>f ;i/X7?«LHJIi©scFv- CHl-hinge- 

e>lCPt-E«tC h^>X^a:^i/a>l/Tifflkx.^^;i/X&#, MPL/BaF3iHJgJC 

mvitzza, Mzzmm±mmmfe&m£Mmmm*mmznfr mi. tpg 

) o — ^^&^LTV%^VN0^(3[)BaF3{C«^:#:^«b^V%^, ifaiL 
(HI, BaF3) 0 rcOZLh^^^-f/bX^MOg^iim^ **HBS 
^%*{C^f SscFv- CHl-hinge-CH2-CH3©^- b * ^ > &C J: & *f5lT? & 

[0 0 6 3] 
[0 0 6 4] 



[fH^ll*] 



SEQUENCE LISTING 
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<110> CHUGAI SEIYAKU KABUSHIKI KAISYA 

<120> Method for screening of agonist bispecific antibody 

<130> C1-A0204 

<140> 
* <141> 

<160> 14 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icial ly 
Synthesized Primer Sequence 



<400> 1 



ggaattcgcc gccaccatgg agtttgggct gagctgggtt ttcct . 



45 



<210> 2 



<211> 58 



<212> DNA 



<213> Artificial Sequence 
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<220> 



<223> Description of Artificial Sequence: Art if icially 
Synthesized Primer Sequence 



<400> 2 

gcatgcatgg cccccgaggc cactcacctt tgatctccag cttggtccct ccgccgaa 58 



<210> 3 
<211> 53 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 

<400> 3 

ggcggcggcg gctccggtgg tggtggatcc caggtgcagc tggtgcagtc tgg 53 

<210> 4 
<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icial ly 
Synthesized Primer Sequence 
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<400> 4 



gcatgcatgg cccccgaggc cactcacctg aagagacggt gaccattgtc cctt 



54 



<210> 5 



<211> 60 



<212> DNA 



<213> Artificial Sequence 



<220> 



<223> Description of Artificial Sequence: Art if icial ly 



Synthesized Primer Sequence 
<400> 5 

agtcagtcgg cccagccggc catggcggac tacaaagaca tccagatgac ccagtctcct 60 

<210> 6 
<211> 76 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artif icial ly 
Synthesized Primer Sequence 

<400> 6 

ggagccgccg ccgccagaac caccaccacc agaaccacca ccacctttga tctccagctt 60 
ggtccctccg ccgaaa 7g 



<210> 7 
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<211> 57 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icial ly 
Synthesized Primer Sequence 

<400> 7 . 

tcgaattcgg cctcgggggc cagctttctg gggcaggcca'ggcctgacct tggcttt 57 

<210> 8 
<211> 60 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificial ly 
Synthesized Primer Sequence 

t 

<400> 8 

cacggtgggc atgtgtgagt tttgtcacaa gatttgggct caactttctt gtccaccttg 60 

<210> 9 
<211> 60 
<212> DNA 

<213> Artificial Sequence 



<220> 



3 1 
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<223> Description of Artificial Sequence: Art if icially 
Synthesized Primer Sequence 



<400> 9 . 

caaaactcac acatgcccac cgtgcccagc acctgaactc ctggggggac cgtcagtctt 60 
<210> 10 

<211> 53 * " • 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 



<400> 10 

acacctgtgg ttctcggggc tgccctttgg ctttggagat ggttttctcg atg 53 

<210> 11 
<211> 30 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence: Artif icial ly 
Synthesized Primer Sequence 

<400> 11 

ggcagccccg agaaccacag gtgtacaccc 30 



ffiftE# 2003-3041537 




#2 0 02—127260 




<210> 12 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<?23> Description of Artificial Sequence: Art if icially 



<210> 13 
<211> 42 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icially 
Synthesized Primer Sequence 

<400> 13 

cggaattcgg ccggctgggc cagcatcagg agcaggagca gc 42 

<210> 14 
<211> 37 
<212> DNA 

<213> Artificial Sequence 



Synthesized Primer Sequence 



<400> 12 



tagcggccgc tcatttaccc ggagacaggg agaggctctt 



40 
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<220> 

<223> Description of Artificial Sequence: Artificial ly 
Synthesized Primer Sequence 

<400> 14 

gcggatccgc cgccaccatg gttcttgcca gctctac 37 



flS:TPG) 10000 /well^C, )lX<DmmiZ «£ y BIM?»tB&»fcMPL$&35iBaF3 

mm<?>m*temm<Dmm±m2oovLZM%.s 3B&K&mm&w&wm& (Nakar 

ai)20^LS:j5D^T2.5^r^450 nm(D^SSri!|^ VT£.MM$SC*M'<fc a MPL#8 

^BaF3MjBs (HL(TPG)££t)?LH(TPG)) it, mm±m (Dmmfc&mKmmmmzm 

i#LT.V^„ — ^#£3&^LTVN&l>§I^GDBaF3 (HL(BaF3) $3 J; tKLH(BaF 
3)fcttfc#;iWtUBLfcV^, JfJSLJQi^ofe, 4MftttGM»ft(X)* j«fflH:450~655ii 
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■ HL(BaF3) 


- - • - 


• LH(BaF3) 


— 


-HLCTPG) 




-LH(TPG) 



10 

CM»Jg(%) 



100 



mSE4f 2 0 0 3 - 
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mm 



U K (S3 1 ) "K:«#bTi»SI-rsttJ!6rt*Kl*tl©«##«* 

STzf-X h^^>f ^icksi^ft^^ej^me-T- 
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